lotrolan Liposome Product OxotMalc 
Summary of CT Results in Rats 
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5.9 



(5 mole %) 



^What is claimed is: 

rT[. A method of reducing a blood pressure deaease asso- 
ciated with the administratioa of a liposome to an animal 
which comprises incoqwrating a surface agent-modifying 
Upid conoprising a phosphatidylethanolamine conjugated to 
a dicarboxylic acid into a liposome sudi that the surface 
agent-modifying lipid comprises at least about 2 mole 
-percent of the lipid component of the liposome's bilayer and 
then administering the liposome to the animal wherein an 
anti-inflammatory agent is administered to tiie animal prior 
to administration of the liposome composition and wherein 
the liposome has an average diameta: of from at least about 
200 nm to about 5000 nn^ 

2. The method of claim 1, wherein the anti-inflammatory 
agent is a steroid. 

3. The method of daim 1, wherein the anti-inflammatory 
agent is a nonsteroidal anti-infiammatoiy agent 



4. The method of claim 3, wherein the nonstoroidal 
anti-inflammatory agent is indomethadn, 
60 5. The method of claim 1, wherein the agent is adminis- 
tered to the animal by intraVenous or intra-arterial admin- 
istration. 

6. The method of claim 1, wherein the anti- inflammatory 
agent is administered at most about 30 minutes prior to 

65 administration or the liposome composition, 

7. The method of claim 1, wherein the liposome has an 
average diameter of from about 400 nm to about 1000 nm. 
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8. The method of claun 1, wherein the liposome is 
unilamellar. 

9. The method of claim 1, wherein the concentration of 
surface agent modified molecule in the bilayer is at least 
about 10 mole percent 

10. The method of daim 1, wherein the dicarboxyclic acid 
is succinic acid, glutaric add, adipic acid, bimelic add, 
tartaric acid, mucic acid, tetrafluorosucdnic acid, or 
hexafluoroglutaric acid, 

IL The m^od of claim 10, wherein the dicarboxylic add 
is glutaric add. 

12. The mdhod of claim h wherein the phosphatidyle- 
thanoramine is dipalmitoyl phosphatidylethanolamine. 

13. The method of claim 1, wherein the surface agent- 
modifying lipid further comprises a functional group 
capable of attaching to the glycerol backbone of the phos- 
phatidylethanolamine and a functional group capable of 
attadung to the phosphate group of the phosphatidyetfiano- 
lamine, 

(j4. The method of claim 12, wherein tiie fqn^onai group 
is an hydroxyl, thiol epoxide or amine groupTy 
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15 The method of claim 1, wherdn the Uposome com- 
mS o/cLi 15, v^herein the bioaclive 

;Stik?MRL radio or a wa.«r soluble lodmated contrast 
^ '''^emethodofdaiml,>vheieinthebioactivcag^^^^^ 



acid 
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1 8. A method of treating ^ifanimal with 
a bioactive agent comprisig^ 

administering to said animal aja^ti-inflammatory 
agent and a liposon^jg^omposition, wherein 
said liposome CQitfposition induces an 
adverse physiological reaction in said 
animal; anc 
reducing said ady^rse physiological reaction. 

1 9. The method of Ctmm 1 8, wherein 
said adverse physiological reac^on is a blood 
pressure drop. 

20. The method of Claim 19, wherein 
the anti-inflammatory agga^ is indomethacin. 

2 1 . The method of Q16im 1 8, wherein 
the anti-inflammator>< a^ent js^ steroid. 

22. The mpthod of Claim 1 8, wherein 
the anti-inflammato^ agent is non-steroidal. 

23. A method of treatiQg^ animal with 
a bioactive agent compp^ng 

/ administering to said anim^l^ composition 
comprising a lipQgdme and an 
anti-inflammatory aggiff, 

wherein sajd^liposome composition induces 
an adverse phys><^ogical reaction in said animal; 
mid ~y7 

reducing sgia adverse physiological reaction. 

24. A method oytreating an animal to 
reduce adverse physiologij^al reaction in said 
animal, comprising 

administer^ilg tcysafid ^iiimal a composition 
comprising a lipo^ome^ arifdy bioactive agent; 

wherein sAid Uposjafae composition induces 
an adverse physiolWipaTreaction in said animal; 

administerig(g an anti inflammatory agent, to 
said animal; and 

reducing ^aid adverse physiological 
reaction^ 7 
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25 . A liposom^.^emposition comprising 
a liposome and a bjoatSfTve agent which is an anti- 
inflammatoiy-aientT 

26. The composition of Claim 25, 
wherein the anti-inflammatory a^ent is 
indomethacin. 



27. The composition of Claim 25, 
whereinthe anti-inflamyfat6i^ agent is a steroid. 

28. The conWsijiofi^f Claim 25, 
wherein the anti-inflanyiiatory agent is non- 
steroidal. 



// . , 29. A lipos^me-eoniposition comprising 
?^ %^iposome agd^arfiioactive agent which is a contrast 
^ agent, jiHSombination with an anti-inflammatoTy 

30. The composition of Claim 29, 
wherein the anti-inflammato/y agent is 
indomethacin. 



3 1 . The coqagipsition of Claim 29, 



32. The 



wherein the anti-ii 



steroidal. 




wherein the anti-inflpqnmtory agent is a steroid. 



iuon of Claim 29, 



agent is non- 



33. The composition o^aim 25, 



wherein the liposome comprisj 
having a lipid and a surface . 



r^Jipid bilayer 



m Ql ec« le which compris^an anchor and a surface 
agent modified moleciJ^pwherein the anti- 
inflammatory agent ^^^j^dministered to tiieanimal 
prior to administr^don of the liposome composition 
and wherein the^iposome has an average diameter" 
of from at lea;ea about 220 nm to about 5000 nm. 
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35. The cormp^i^ of claim 25, 
wherein the liposome iyumlamellar. 

36. The composition of ptaim^ 
wherein the concentration of surf^e agentmodified 
molecule in the bilayer is at lea^ about 2 mole 
percent. 

37. The comtJ3(^ition of claim 



wherein the surface mQaa^ing agent is a 
dicarboxylic acid, a r^|Q<^carboxylic acid or a 
sulfolipid. 
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38. I^e composition of claim ^ 
wherein the sgtface modifi^ing agent is a 
dicarboxylic/^cid. 

39. The composition of claim 38, 
wherein the dicarboxylic ^cid is a succinic acid, 
glutaric acid, adipic api^^imelic acid, tartaric acid, 
mucic acid, tetraflur/^sybcinic acid, or 
hexafluoroglutaric ic/d. 

40. Thy composition of claim 39, 
wherein the dicagboxylic acid is glutaric acid. 

claim^y ^ 
ylethanolamine. ^ 

claim 41, 
: is dipalmitoyl 

43 . The composition of j^aiih 25 , 
wherein the surface agent mo^^iflgd molecule 
comprises a phospholipjd^chor having a glycerol 
anchor and a spacejvgfoup and wherein the spacer" " 
group compri§ps^ functional group capable of 
attaching tjyihe glycerol backbone and a functional 
group oa^able of attaching to the phosphate group 
of tl>^phospholipid anchor. 

44. The QQa^position of claim 43, 
whereinthe functi^i^dl grjbup is an hydroxyl, thiol 
epoxide or amine ; 






